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REMARKS 

Upon entry of these amendments, claims 33 and 36-37 are pending in the present 
application. Claim 35 is cancelled. Applicants reserve the right to prosecute the subject matter of 
this claim in one or more continuing applications. Claim 33 is amended herein. Support for 
amended claim 33 can be found throughout the specification and in the claims as originally filed. 
No new matter is added. 

Requirement for Restriction/Election 

Applicants respectfully acknowledge that the Examiner has maintained the Restriction of 
the pending claims to amyotrophic lateral sclerosis as the neurodegenerative disease associated 
with a receptor having a cysteine residue or other cysteine containing protein that is modified by 
a thiol reactive agent to inhibit its function, and the species of NO donors as the thiol reactive 
agent, wherein S-nitrosoglutathione is the specific species of NO donor. Applicants further 
acknowledge claims 33 and 36-37 as the claims corresponding to the elected subject, and the 
withdrawal of claim 35. 

Claim Objections 

Claim 33 is objected to for failing to define the acronym "NO" at its first occurrence in 
the claims. Claim 33 has been amended herein to define the acronym "NO" as nitric oxide. As 
such, Applicants respectfully request that this objection be withdrawn. 

Rejections under 35 U.S.C. §112, Second Paragraph 

The Examiner has rejected claims 33 and 36-37 under 35 U.S.C. §112, second paragraph. 
In particular, the Examiner asserts the recitation of "the administration of a therapeutically 
effective amount of a thiol reactive agent", in claim 33, "fails to delineate the function of the 
therapeutically effective amount", and that "it is necessarily implied from the present claims as 
written that the amount to be administered is intended for use to elicit a therapeutic effect.". See, 
Office Action at page 4. The Examiner also asserts the limitation "or at risk therefore" renders 
the claim vague and indefinite. See, Office Action at page 5. Applicants respectfully disagree. 
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However, in the interest of expediting prosecution, Applicants have amended claim 33 (from 
which the remaining claims subject to the rejection depend) to recite the function of the 
therapeutically effective amount, "a therapeutically effective amount of a thiol reactive agent to 
treat said neurodegenerative disease". Additionally, Applicants have deleted the limitation "at 
risk therefore". As such, Applicants believe claim 33 is now clear and definite and respectfully 
request that this rejection be withdrawn. 

Rejections under 35 U.S.C. § 103 

The Examiner has rejected claims 33 and 36-37 under 35 U.S.C. § 103(a), as being 
upatentable over Lipton (WO 94/06428, " Lipton "). Specifically, the Examiner asserts that the 
administration of the dosage ranges of nitroso-compound disclosed in Lipton is sufficient to 
provide a submicromolar concentration of nitric oxide in the blood of the patient. Applicants 
traverse. 

Applicants respectfully disagree that Lipton is sufficient to provide a submicromolar 
concentration of nitric oxide in the blood of the patient, as suggested by the Examiner. In 
contrast, Lipton teaches away from dosages of NO-containing compounds to achieve 
submicromolar concentrations of NO in a patient's blood. According to Lipton, administration 
of high dosages of NO-containing compounds (and hence, higher levels of NO in a patient's 
blood) is necessary to achieve a therapeutic effect. See e.g., Lipton , page 8, line 10 to page 9, line 
2. Additionally, Lipton teaches the desirability of building tolerance to the higher dosages of 
NO-containing compounds because of NO's known adverse side effects {i.e., lowering blood 
pressure) by incrementally increasing the dosages of NO-containing compounds, and the co- 
administration of a blood pressure increasing compound with high dosages of NO-containing 
compounds for the treatment of acute conditions. See e.g., Lipton , page 9, lines 9-12. Based on 
the teachings of Lipton , a skilled artisan would not appreciate the therapeutic effect of low 
dosages of NO-containing compounds to achieve submicromolar levels of NO in a patient's 
blood, and would believe only higher NO concentrations in blood are therapeutically effective. 
Because Lipton teaches away from dosages of NO-containing compounds to achieve 
submicromolar concentrations of NO in a patient's blood, a skilled artisan would have no 
reasonable expectation of success in administering low dosages of NO-containing compounds in 
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an amount which provides a submicromolar concentration of NO or NO donor in the patient's 
blood to achieve a therapeutic effect, as required by the present claims. Reconsideration and 
withdrawal of this rejection is respectfully requested. 

Obviousness-Type Double Patenting Rejection 

Applicants are unable to ascertain the patent application associated with U.S. S.N. 
1 1/545,049. Clarification is respectfully requested. 
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CONCLUSION 

On the basis of the foregoing amendments, Applicants respectfully submit that the 
pending claims are in condition for allowance. If there are any questions regarding these 
amendments and remarks, the Examiner is encouraged to contact the undersigned at the 
telephone number provided below. 

Respectfully submitted, 



Dated: July 20, 2007 




Ivor R. Elrifi, Reg. No.: 39>539 
Matthew Pavao, Reg. No.: 50,572 
Attorneys for Applicants 
c/o MINTZ LEVIN 
Tel: (617)542-6000 
Fax: (617) 542-2241 
Customer No. 30623 
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